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SUBJECT: PP#2F2623: Cypermethrin: Régistrant's request to .

Toxicolozy. Branch to recons;der the NOEL for the dog
l1-year dosing study set at 1.0 mg/kg/day based on
increased incidengps of liquid stools.
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Background: ) !

In the original review of the dog l-year dosing study
with the synthetic py-ethro’d cypermethrin {see J. Doherty
review dated September 16, 1983 for PP#2F2623 and FAP#2HS533L),
Toxicology Branch {TB) assigned a NOEL of 1.0 ng/kg/day for
this study based on increased incidences of passing of liqulid
stools. The nel response oyer the 52-week perlod for the
frequency of this effect of cypermethrin is as follows:

'
.

Hales Females
Control 28.' - 25
Low (1.9 mg/kxg/azy) 19 35
Hid (5.0 mg/xg/day) 133 25k
High (15.0 mg/kg/day) 875. 767
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When the review was prepared, TB reguested thatvsoae'
additional testing beé conducted to help to determine 1f the
-increased incidenc:z- of 1i7x.fd stools were the result of CN3
stimulation or a €¢.rect actidn on the gastrointestinal systen.

In suosequent correspondence, the:ICI Corporation
{refer to the ietter from Dr.’ R.q. Ridsdale dated Decemder 9,
1983} agreed to accept the ROEL of 1.0 mg/kg/day "for the
present time and subject petltlon ard chose not to condact
additional testing at that time. The ‘registrant, however,
maintained the position that the pruper HOEL for this study

is 5 0 mg/xg/day. -

In the current submission, the régistrant is requesting
that TB reconsider the assigrment of the NOEL as 1.0 mgfkg/day
based upon the following reasoning.

"1l. The 1liquid StOmlS were not diarrhea and they were
passed at normal frequency. In:addition, the dogs
maintained good clinical healih throughout the
study and there was no evidence of accompanying
pathology or large changes in body weight.

2. There was alsc a predisposition to pass 1liguid stools
among the control dogs and the cypermethrin dosing
increased the number of occaslions on which this
pheromenon occuared.

3. Sone of the dogs eventually recovered. Daring the
second half of the experiment the dogs in the 5.0
rg/xg dosing group were similar to the controls.

k, The phenonenon was related to the method of dosing
and occurs when the cypermethrin is given by capsule
but not by incorporation into-the diet. The phenomenon
is thus relatedi to a local irritation caused by the
chemical in.the¥gastrointestinal systen.

TB Discussion-of the Registrant's Submission .

The registrant has not provided a sufficient basis for
reassignment of the HOEL from 1.0 mg/kg/day to the higher
level of 5.0 mg/kgl/day.

1., Tae increazsed incidences of liquid steols could still
be the result of stimulation of the CNS by cypermethrin.
2. Although the phenomenon was not frank diarrhea, the
b {(males) to 10 (females) fold increases in incidences
noted in thé mic-dose groups {5 mg/kgl/day) indicate
that the test chemical has an effect. 6;2
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3. Although the dogssiin the mif-dose appear to recover,
the study ‘shows that they weére affected for about
6 months. -

4., Tot all agents’ whigch cause foderate irritatio- of
’ the skin also result in the passing of ligquid stools o
in dog studies. Moreover,;the non~cyano-substituted :
prrethroids are about the same as skin irritants,
but do not result in similar distur.ances of the
gastrointestinal tract. -

S. TB nctes that the dog-90 day fzeding study (where the .
test material was .incorporated irnto the feed) with
cypermethrin (see J. Doherty review dated October .
28, 1981 for EPA Beg. No. 10182-EUP-19 and PP 162461 :
and FAP 1H5287) has a NOEL of 500 ppm (approximately
12.5 mg/kg/day) and an LEL of 1500 ppm (approximately
37.5 ng/kgfday). At the LEL the dogs had increased
incidences of diarrhea. Thas, response at 5.0 mg/kg/
day in the dogs in the l-year study when the test
material was adalnisiered by capsule mey b2 related
to the mettod of adninistration.

6. 3ince exposure to humans will be better approximated
by the feeding studies, th2 dog 1 year dosing study
with 2 NOEL of 1.0 mg/kg/day possidbly =nay not be
the most a;propriate study to be used in s2tting
the ADI. =~ : '

In conclusion, TB cannot change the ¥OEL for this l-year
dog dosing study from 1.0 mgfkg/day to 5.0 mg/kg/day as reguested
by the registrant. However, the dog l~-year study may not be
the most appropriate study for setting the ADI.
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Reassessment oi the'égz- -

The setting of the ADI for cyper@ethrin will soon be re-
evaluated by the TB/ORD RFD/ADI committee. At that time the
study deemed to be most appropriate for getting the ADI will
be selected. . .

Rote to prcduct wmanager: Please request that the ICI Conpany provide -
verificatio. of the content of cyperméihrin in the diet for the
90 day dog feading study mentioned avove. '
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